Introduction

44
Cholera is an acute diarrhoeal disease that can kill within hours if left untreated. Patients 45 present with the passing of voluminous rice water stools leading to severe dehydration (1) .
46
If hydration and electrolyte therapy is not quickly initiated, symptoms can rapidly progress 47 to hypovolemic shock, acidosis and death. Inadequate access to clean water and sanitation 48 facilities is a driver of transmission, and outbreaks are common among displaced 49 populations living in overcrowded conditions (2).
51
The bacterial pathogen responsible for the disease is Vibrio cholerae. V. cholerae 52 serogroups O1 and O139 are regarded as pandemic strains and harbour the ctx genes 53 associated with the production of cholera toxin (3). ctx has also been detected in a limited 54 number of other serogroups (4). Serogroup O1 can be divided into two biotypes, Classical South America in at least three independent but overlapping waves of transmission (5 
119
(v0.36) (13) with bases removed from the trailing end that fell below a PHRED score of 30. If 6 the read length post trimming was less than 50, the read and its pair were discarded using 121 Trimmomatic. FASTQ reads from all sequences in this study can be found at the PHE 122 Pathogens BioProject at the National Center for Biotechnology Information (PRJNA438219).
124
A kmer (a short string of DNA of length k; in this method k=18) based approach was used to 125 confirm the identity of the sample before organism specific algorithms were applied 
155
The best match to each target was reported with metrics including coverage, depth and 156 nucleotide similarity in XML format for quality assessment. toxR is found in all isolates of V. (Figure 1 ). Of the 836 169 isolates, 206 (24.6%) belonged to serogroup O1 and seven were serogroup O139 (0.8%), and 170 750 were from faecal specimens, six were from blood cultures, two were from ear swabs 171 and two were from eye swabs. No clinical data was available for the remaining 76 isolates. The toxR gene was detected in 144/152 isolates of V. cholerae (Table 1) . Eight isolates 207 identified as V. cholerae by traditional biochemical tests, were negative for toxR. Further 208 analysis of the sequences data showed the sequence coverage/similarity of toxR for the 209 discrepant isolates fell just below the 80% threshold (74% and 77%) ( 
232
The four V. cholerae O1 El Tor ctxA-negative isolates belonged to ST75, ST169 and ST579
233
(n=2) and all fell within CC69. Previously studies have suggested that the emergence and 234 potential spread of ST75 may pose significant threat to public health (26). Epidemiological
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Previous studies have shown that MLST data is an accurate, robust, reliable, high throughput 277 typing method that is well suited to routine public health surveillance (11, 12, 15) . For V.
278
cholerae, MLST provides insight on the true evolutionary relationship between isolates, as 279 well as a framework for fine level typing for public health surveillance (29-32). Using the STs 280 derived from the genome data, we were able to analyse the population structure of all 281 isolates of V. cholerae submitted to GBRU for the first time. As previous studies have 282 shown, the population structure of the non-O1 and non-O139 serotypes was diverse (31).
283
Currently, the correlation of ST with geography in our dataset is hindered by the limited size 284 of the dataset. However, moving forward this unprecedented level of strain discrimination 285 available for all isolates of V. cholerae submitted to GBRU will enhance our understanding of 286 global transmission and emerging threats to public health, for the pandemic strains 287 belonging to CC69, and the non-O1 serogroup lineages.
289
A review of the data on cases of travellers' diarrhoea caused by V. cholerae held by GBRU 290 showed that travel histories, including the country visited, were complete for 95.2% of 291 cases. Therefore, these data have the potential to be a useful public health resource for 292 global surveillance, enabling us to track the emergence and dissemination of specific 
